
Dear Stephen* 
I imagine you must have anticipated that I would very rapidly come 

to ans'.ter my own questSone of my last letter. I hasten to xrite again 
know -to minicirse your ~ex~~3mert. 

AF ~houldhavs baen tire first Order of ouEiiZA8ss, 1 have been settling 
down to $omeintensive random reading- almost every paper has some bearing, 
intontfoncsl.1 3~ othenvise, on the pobles of incomplete virus, which is 
itself perhaps a sign of tlie significance of thiz matsxis1 for virus 
ill~ttrrs.ticn. 

As I should have learned soone?, the ex~srimnent on RDE-traatmsnt, 
post-infection ~MI baen dona, e.g. by Henle 9 Co. ((should thera be a 
designation in scisntific business for Ptp, Ltd., th8 latter having 
just that same meaning as 13 uommerce, limited responsibility?)), in ahioh 
the yields had much the same infectivity rztio regardless of the treatment. 
By Henle*s own nccourlt, the mnrbers 09 e@& *#we 'sdequste', af?Iii; any 
case9 we have t& the 8e!ne result in ;a crude trb-11~ RO it isg~oFa3ljr cor- 
rect. I could still see 6ome poi,nt, however, in 8 mo?n pruoiue trial in 
which the intaractiofl of input dose with EDE trest~sot~.:, eta,, could be 
better hofined. 

Bowever, thirj rrnult, +ilo giving no nupyort to 'Eke Sypothesifz, is 
not fZ?J?l to it, anfi I am ra.ther i.lr,pr%q:7%d with tao recently assimilated 
facts2 1) that RDE remov8s IIttle of the membrane-bound f&i(nhibitsr), and 
2) that heated virus still adsorbs to EN-treated aembrarsas (Karr & Sohlesin- 
g!'RP1 may I rely on Phirs?) Cairn s ouipeests that most of the bound HAI is 
on or beyond the mesodermal 3urface of the allCfitQi2 c?c?lls, ;ihfch gives 
a CofiVenient refuge of untestability for cerdain hypotheses. (&Ve you 
by the wsy looked ai the effect of I.'@?PiOdat8 on the bound HAi?) 

Gven more interesting are the stuliies (&~y:a, IIenle i"o. etc) on the 
incidence of HA, VirW3 8tG. in the infected w@nbxanes, k&l I am rather im- 
pressed with the implicntios that the developing virus is uninfactive until 
it 
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emergss -- again the notion that its own s&ii? oomprises the cell surface. 
fsot, 30~18 has state5 a view of incomplete virus vFhioh is quit8 Close 
!l?-~e Bymthesis (a?. 3 Byg 43, p. 296). 

(I'm a bit confused whether you and Cairns agree that the 
membrane virus has a markedly lower infectivity ratio than 
that liberated into the zdium-- cf Henle Ro. 1-4, JEX 103:799) 



Of course this is just one of several plausible versions 
of the critical maturation step that may be defective in the forma- 
tion of IV. 

I have nibt seen many experiments more appalling than figure 2 
of Henle No. 10 but it does seem to me eather odd that CairmP 
proposition of fv yield after low multipligity should not have 
been paralleled in other studies, even allowing for imperfect 
measurements of the amount of virus actually adsorbed. I thought 
at first this discre 
out the egg, but r 

ncy might have something to do with washing 
sim lar results are reported for empty eggs. 

This leads me to ask whether you can give me a more detailed 
account of your experiment on effect of aflantoic fhuid. (We have 
been finding that undiluted allantoic fluid is quite inhibitory 
to the growth of PR8 in empty eggs, as is egggwhite at 1:lO. 
Ditto for LEE. fie are setting this up as a selective method for 
the C marker, with preliminary results quite encouraging.) I have 
been putting as much as 20 Ads (i.e. in this lab's terminology, viz. 
5 ml of fluid diluted to HA320) into empt e 
quite infective yields. This is in Ringer TP 

s and getting out 
so I have been trying 

rather hard to uphold the approach to XV that you qere leading me 
to in our discussion, and 3 find I am relying on my rather Casual 
recollection of this particular experiment. Lf it could be repeated 
here it would convince some of the die-hards. 

As to periodate, I am much worried by Henlets contention 
that'glycerol-neutralized'periodate will still inactivate flu. Is 
there a flaw here# Is that # inacgivation the irreversible 
combination of modified allantoic receptor with the virus$ (This 

is Henle 100. 13) 

Finally, on the theoretical side, if its is true that a later 
(+ 2 hours) 
yield of IV, 

su srinfection with inactivated vi& can provoke the 
t E is would tend to argue against an event at the time 

of intltial entry as being critical. This experiment (again Henle 13) 
reads to me rather better than some of the others, but I was not 
well impressed with some features of table III, e.g., the timing 
and the entpectation that NlHA produced after 12hours co@d be 
assayed ti the presence of the earlier accumulation. Yo 
on the reliability of the result, and if true, its 
would be of great interest. 

inte ~~~&a%ion p 
{remarks 

I can foresee that we are going to have to make a stab at 
the bit technique, and if not here# certainly at home, so I: would 
like to take you up on your offer to send some of the *gear'. I*m 
sure you know what"8 on hand here, 
gelatin. 

e.g., if nothing else some reliable 

When I ask for as much as I do in this letter, I should enclose 
a 'requisition', and so I do. 

Yours, 
Joshua Lederbern 


